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Monoclonal antibody to growth factor receptor is prepd. by using 
soluble substance of human cancer cells as immunogen . Also claimed is 
the c-@erbB@- 2 monoclonal antibody which reacts specifically with c- 
@erbB@- 2- related protein and produced by a hybridoma formed by fusion 
of mammalian bone marrow cells with mammalian immunocyte immunised 
with culture supernatant liquor of human mas tocarci noma cell strain 
SK-BR-3 . 

USE - The antibody reacts specifically with c-@erbB@- 2 related 
protein and it is useful in diagnostics and as an anti-oncotic for 
therapy of adenocarcinoma partic. mas tocarci noma (claimed). 
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uxffl t» * z. t *4#® t r zmmm? u-t^-\zn-r 
«csk-br-3 -v%&i,it®iLWi%i<Dtoasmmt®iL 

vtc«t0g4Snc-e r b B- 2 WagfiHKft&fc) 
\ZKfct *ft c-erbB-2^/2 n-:*-;i^# £K 
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4tl8¥7-5 9 5 88 



[»*H2] kh-aafflS«SK-BR-3©«*±flS 

c-erbB-2 B^SS® ICftStt ICRJ^T 5 riS 
mSLtTZtiic - e r 58-2^/^0-^^. 
[B*B3] /Vf:/U H-TGFD-OA-p 1 8 5- 10 

i (axwa^m 12206^) 2 e«© 

[B*E4] «#«2fcE«©tf#£&gi^£bT^ 

tf-r-sct smatTsis©^®?*!. 

[38fJ©»«lfc§i9I] 
[0 0 0 1] 

[«fg±©f«Jfl#»] ^©^lerfttf&SffcW 

tt&wtiic-e r bB-2waseMic»-r^ ; t/i' 

[0 0 0 2] 

[«*©&«] jfisae?&&«. sft«5oa®»^n 

£gitx«ae? t uxf&ttfcsns tarn ^nxn 
e. nr ic. m&^mm t«ae? &#»©& 

#S?n-»+t- £©?*i. ±&«II&j£gH7 (ep 
ldermal growth factor, EG 
F) i:&EGF©£!g# (\s±.Zff-) tS^TS^a 

b B - 2 SfiT [Yamamoto. T. . et. a 4? 
1 . . Nature, 3 1 9 , 230-234 (198 

6) ] ©ffifie^g^T^sp 1 8 sme?\*. «*© 

k hlittMJ6fc:fc^T&&{K7-©i8^£ffifie^gfc© 
iS^SAt^^nTfeO. ttlcff&'f'lcAMKOc - e 
r bB-2fig^©i8*i7!it£S»5ftTH5. £ifc. £© 
c - e r b B - 2 »fcT©imiSI&#, *•©$«. 

^•5 [Slamon, D. J. , et a 1. , Scl 
ence, 2 3 5, 1 7 7- 1 8 2 (1 9 87)]. 
[0 0 0 3] c-erbB-2Sgm t>/tei:± 50 



t) EG F l/-fe^Hi€rF tS©©«jg*^a^£ 
LT%a$n [S emb a, K. , e t a 1. , P r 
oc. Natl. Acad. Sci. U. S. A. .8. 
2, 6497-6501 (198 5)]. N*S8©v^ 

75/KSjg©ffiHi4^4 4%tiS< 1 vmnv*.-}* 
-©»*suTv^£#A^nTv»5. SEae?©«® 

H^-f > ttJ§«J©*:h— tf F;*-f >fcC *«©(«« H 
>£«kOfcO. t3#tt73/RE^fc:feHX. EG 
F Hr 7*— t? Fj*-f >fc 8 2 XOftDffiHtt 

at < ©**-■ estttm ics® e 3 e©? d 
-en-enEGFKi»j6rr<&(4afc«fiF3n 

TV>S. c-e r b B- 2a&f li'7'f >/t-5f 

6©#IBLfc5 h©3Sa&? n e u [Bargman 
n. C. I. , et a 1 . , Nature, 319 , 
226-230 (1 98 6)] &«Htt]PK<. 
MCfcttSne utt Mcfctt-Sc-e r bB-2£ 

«. i^i;a{5^^ffiUTv^t)©tfeSi$nfc. sstc. 

c-erbB-2 tt#^fi*t 185 k d©*££©ftg 

^SStlfcfl^Ffil 4 0kdiOMD^^t* 
6, »»©&£Lfc*W^HTfc*£itt£;*tt;fc [A 
kiyama, T. , et a 1 . , Science, 
2 3 2, 1 644-1646 (198 6)]. -^bX, 



[0 0 0 4] c-e rbB-2«)$St»ffilt (r-7> 

7>X7*-iSW «MUR3EM»*lcfc£-' 3©£ 

SI#$n-5t)©T»«>Jl£^e,*MC?iD [Bargm 
ann, C. 1., et. a 1 . , Cell, 4 5 , 6 
49-6 5 7 (1 98 6)]. £©£ c - e r b 
B-2IC*V>Tt>, *J£T-5 6 5 9#B©73,/»*V1 

tneufififtHeilC. NIH3T3«JBKl2fr£h 

Fiore, P. P.. et a 1 . , Selene 
e. 2 3 7 . 178-182 (1 98 7)]. Sfc. C 
*SS©Sffl H ^ -f > ?£*e C^fflS SKI «t T 
fe. H3E©^S«fcO»i^fc©©. I§h7>^7*- 
AfEfcJS^L^S. 3"C ±E^S*«*?rri£. c 
-e r bB-2ti,t0i95V^7>^7*-Affi*SI#1- 
fcJlt^Xir-S. Cin^©h7>^7*-Affi*«#lx 
JtWXtt. Hf nfc c-erbB-2? >/^S}Of O 
->>U>8fcBttaU:#LT:fc0 [S e g a t to, 
O. , e t a l . , Mo I. Cel I. Biol. , 
8, 5 570-55 74 (1 988) ] . c-erbB 
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(3) 

3 

- 2 ?>/^H&EGFl/-t7;?-<hP!®tC. fn-» 

[0005] ^i-9©85ttfttLm ae^©i@*i 

-toft^fc'c -e r bB-2tt, NIH3T3SH7 
>X7*-Al-£8H3i£fcfcfcV>J&t. NIH3T3&B 
t>T9?A$nfcSV4 O^nt-J-oSc-e rbB 
-2fi^©iifi£jg;iU *©32iK**±#-fS£N I JO 
H3T3fflfitt. h 7 >7. 7 * - A Ufc^SS:jK-r<t 5 
Kfc<E>. Z<DZ.tfrt>. c-e r b B - 2 0>S5 1^3581 

[Dl-Flore. P. P. . et a 1. . Scl 
e nc e. 2 3 7, 1 78-182 (1987)]. 
[0 0 0 6] c -e r bB-2©k UBfcfcttfcfie? 

x. L«L«iaeTJi®©K«>e.nict^aesnT 

V*<E> [Ypkota, J., et a 1 . , Lance 
t_L 765-767 (1 9 8 5) ] . SUffilC^T a? 

\t. th?imt%m&$i<D®mmm\z. c-erbB- 

2<D*G : ¥-mmifiKtb&tl*Z.t. [King, C. 
R. ,et al. , Science, 2 2 9. 9 7 4 
-9 7 6 (1 9 8 5) ;Yamamoto, T. . e t 
a 1. . Nature. 3 1 9. 2 30-234 (1 9 

8 6)] ^-v\t%mmt>mm<DM^i&o—D-v 
m&m<ommm*m#t<tix&x»z>. z»&<on 
om-s-e. c-erbB-2 mtB^-ommtt^^n. -5- 50 

V^ttfjj^SnTV** [Slamon. D. J. . e 
t al.. Science, 2 3 5. 1 7 7-1 8 2 
(1987) ;Kraus, M. H. , et al.. 
EMBO J. , 6_. 605-610 (1987) ; Z 
bou, D. , e t al., Cancer Re 
s. . 4_7, 6123-6125 (198 7) ;Vlj 
er, M. , et al., Mol. Cell. Bio 
I. , 7^2 0 1 9-202 3 (1987) ;Guer 
In, M. ,et a 1. , OncogeneRe 40 
s. , 1, 2 1 - 3 1 (1 9 8 8) ; A 1 1 , I . 
U. , et al. , Gene Res., 3^_1 3 9 
-146 (198 8) ;Tal, M. . et al. , 
Cancer Res.. 4 8, 1517-1520 

(1 9 8 8)]. *mz*^xibmmt>i)^'tiiffl8i<Dm 

H&#fr£tSttiLfcDNA£fflV>T. X D y h • 7*D y 
hSTc-e r bB-2»{5TroJQ1g£&S*U 1 0¥ 

«c«kn«. &&?wi®<Dn.t>tiTcm-v\mt>fr\z?&& 

Mfr-otc [Tsuda, H. ,et al. , Cane 50 



*5M¥7-59 588 

4 

e r R e s. . 4_9, 3104-3108 (198 
9) ] . 

[0007] £JLt©«fc 5fc»&©«PTaftpTtt, c-e 
r b B - 2 * >/\^Hlr»-r<5J(tfr J ?»^E/ O 

[Masuko, T. , etal.. Jpn. J. Ca 
ncer Res., 8_0, 10-14(198 
9) ; Y am a d a, Y. . et al., Jpn. 
J. Cancer Res., 8 0. 1 1 9 2-1 1 9 
8 (1 9 8 9) ] . c-e r b B- 2«»e^£«|£B 
&-?Z>Vi&tLTi>. WA.tfc-erbB-2lfi?0 
C*«ffi«£BH-r*#U*n-*;V$ifl:. pAbl 
(T4 8 8 1) [hUh>/t-f*1r>fX>;tffclt (Tr 
iton Bioscience Inc. ; A 1 am 
eda, CA) ] tf F*^ >£B»r*#'J 

J'O-tJ^Ab-l [*> u i>- >-»M x>7.tt« 
(Oncogene Science Inc. :Ma 
nhasset, NY) ] c-erbB-2 OfilB 
fl-H*^ >^fgM-r<5 ; E/f o-:J-JH&tfk SV2-6 
1 T [-^U-f«iC^ttS (N 1 t I r a i Co. : 
Tokyo, Japan) ] Wffl^ntW. 
[0 0 0 8] 

«s. mzzu&n&mtfemz&^-z. utitHaoa^ 

J Z n-^-;i/gift:&r/^©sa^&*g«-r 5 d t tz& 

[0 0 0 9] #5591tt£fc, t hSJBfiMfcSK-BR 

VKDftmmmtoM&iz&QMiiiztiit/uzro f-v 

»C«kD££$n, c-e rbB-2Ka2eHtC»JIW 
lcfifc-r*lric - erbB-2*/? n-^ttfcfcffi 

[0 0 10] &<C9L&<7>&frS!lfttf 

[0 0 11] *X9l«&l;i. ±eefiw esteems® 
Z%£\z\t. Btt£-r*i8$6H?U-l:7**-£BSrr* 

* n—t-frftmtm&T-zzz t&&tb?t&\z. 

t F «.3K*Se«:T& 5SK-BR-3 tmfr £±&#i* 
ttotfic-e r bB-2^/^n-:r\Jl^ift£#£ 

[0 0 12] 
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( 

5 

b - 2 wasasifcttstt tsfc-rs z. tsfsat-r* 

ttc - e r b B - 2 * / ? D-t^WlgftSni. 
[0 0 13] £fc#5£«Bl;:«fcn«, /vf 7*'J F-T*»G 
FD-OA-pl8 5-l (ISlWSSFSi 1 2 2 0 6 
^) -C»-5±E«i c-erbB-2^/2 n-^Pgift 

[0 0 1 4] *S891ta#IJ. c - e r b B- 201336 

©fUfflfcintf. ®B«fc$©afci&«fttf^»r&Wa 

[0 0 1 5] KT. *58E©*/?n-:^Wfi#©®j§ 

[0 0 16] *%93ta^cDf3ifili, ±E<Djffit> t hSSfil 
IS© PJiSfcfcSrfcgtaiK £ UTffl t>-5 £ t £&fl©fifr 

MTI/t^-ttt, HA.tf±lfcl*ftBH t t'-fc:/*- 
(epidermal growth factor 

receptor ; EGFR) . -f >7. >J >tt&£H? 

Ms7**- (IGFR) . **£a£jftfiH?l'-fe:/? 

— (platelet— derived growth 
factorreceptor) . 3 D~- SpJStH-?- 

V&?9- (CSFR) eAtg&sn*. 
[0 0 17] *38i?J#ic-e r bB-2^y^a-±Jl/ 

ittb<D-%<Dmm& (ftgaaie) tux a. tr-asia 

attSK-BR-3MttO^!&^tfJflt*&n&. ttft 

gfflB&tt. SK-BR-3fflBa«t0ffi»©*ffilC«Vi. 
M A tf J8*±«ffl»8«J^©H2S8 ICHJS? ft UTSSKT $ 

z:::-cffl^5niSK-BR-3asaatt4i»Tfe 

3> (AT CO IC^&StlTHS [Have 1. R. 
J., et a I. , J. CI In. Invest. , 
34 , 1345-1353 (195 5) ^#88] . 
[0 0 18] ±32 SK-BR- Z®&0°lt&fcto*%M 

HJfi-r-SIlt^-e^* [MittfHan f 1 and, 
P. , Chem. Phys. Lipids, 1 5 , 1 0 
5 (1 9 7 5) ;Hanf land, P. , Chem. 
Phys. Lipids, 1_0, 2 0 1 (1 9 7 6) ; 
Kosclelak, J. , Eur. J. Bioche 
m. , 3_7, 2 14 (1 9 7 8) «M . 

[0019] nomii, ±0A^«cii. mz.\i±m%. 

9LttttOJ»RIMBJIIItt (ItttfUB) t<D&&mi& (h 
ybrldoma) SffrfcU CtufcOc-e r bB- 
2 HSSaKSBW-rsffiaffittS&S'f 3*-n >Sr 



4) ftW¥7-5 9 58 8 

6 

#iLT«, ASttfttt. WfefitfrM^W^UH-T 
A#BW Q7 7 -J A -*Slr»tt:/ny 

[0 0 2 0] ±£lft£J^©S&<C£V>T&&ftll, EP 

10 sK-BR-saeo^isfcttT^sns^ass 
«j£LTtt, **ic(HKii^^*«. isiiaa^fcffiffl-rs^ 

£tt-«!W#ifcK:«fc0, «Atf±Eft««URXtt&Hfc 

2) d £ fc<fc D gagTS 
[0 0 2 1] ±EIC43V>Tffl^fctt*ilft:i:LTtt, a 

<fco«jtflsnfcffie© (7^*'j-xftm«i. ft&na6 

1 -6 1 3 5 0#&$) $©S*>. #'J 'J 5?>. #'J^ 

[0 0 2 2] £&|&£Kag£L-Ttt. Ifif&©ttlI©flM£ 
IC^0«ffl$nT^5fc©*j£<ffiffl-r?#4. 

H. 7.^->>7JI/xt:H. 7i>#7*5 ! t H^©B8I&« 

«*.ttN, N' -o-7i-l/>y7H3 
H» N. N' -m-7i-l/>yTK5H^O^l/ 
-f 5 H{k^. 75/»£^*-JWS<!:*SR«<6^$-lt 

N-bKn*->7i'-»'f 5 FxXxJMB. 75 /St 
*;U3j?*v^St*75 HIS^$-li<5a«©'<7*^H«i 

7%J-hfr-$ 9 M 5 H, l-x^-3-^V7ntf 
;P75y*^3pt FD^XJi/HS HxXxJl'ft^ 
«. 75/St*;i'3H+->»i:S75 FttSSttSBtt 
©x'f 5 HS^©K*«^JW^S:*Jf^J:£^-t?S5. 
SIC p - ^7yx-7A7xx;H^K#f ©^77x-7 A7 

u -jw*^*>est3fis©'<7'5 1 Y^^mm. 

(fyAlfiERTlcie^StltSa^-lirfct)©*). 

so [0023] ftmt. mTUiioz&mztomi&tti 
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(5) 4&BW7-5 9 5 88 

7 8 

«, £efcfittK&£Sfci&sc^ry>®®ofi& (pb gg©*>©&. a#ig&»c»3o~6 0w/vx©©g 

2B£iL-Ttt. ±e®^4©»3 0&fctS5tnL-fcBB [0 0 2 6] #t.n*SrS©A'f F-v©#(3tt> 

«aasffiffl-r-5<D*tff*bK cdTftSstnturffi a#©®9J«ia, $9*tfHAT»i6 (t#*-9->^x 

ffiSn*88l&», 0Utf«fcAi8 (FCS) $££tr 75 >RZf^S.-J > £§Of&ffi) 

a#©«$Jffli&J6. H#«Ktt5*FCS8i!]RPM I fc«kDf?fcfrn*. KHATJ&»-t?©ig&tt. BWtr 

- 1 6 4 o«»^icx«m i o~ i o otecsesu w z/\-tzrv \*--?&&<Dmm (*.®£®mm mmt 

> Fife* Wi77A£ffl^*©aTOT&-5. 9i&^»c<t K> 1 W£-r*ffi#©&StftlW-£ o->fc 

[0024] ±E&#a®£aa-&£*i3ffi#©&i!fflte£: »c«£ns. 

bT©Bffi&QS®©J£KMMiMfcL-Ttt. gtl'^fiJCD [0 0 2 7] B »«t^Si«c©^«. MAttEL I S 

a^rofc©. «;Ufp3/X6 3-Ag8 (X63) Affi [Engval 1. E. , Meth. Enzymo 

[Nature. 2 5 6, 4 95-497(197 1., 7_0, 4 1 9-439 (1980)], ^fy—iP 

5) ] , p3/X63-Ag8. Ul (P3U1) [C S, HfiM, (Ouch 

urrent Topics in Microblo terlony) S, 7^*-f/»;77t'f (R I A) 
logy and Immunology. 8_1_. 1 20 £^©-{£ICfi{fc©&aiKm>SnTV>5fi*ro7j8; 
- 7 (1 9 7 8)]. P 3/NS I - 1 -Ag 4 - 1 ( f/Vf 7>J H-YStt/ ? n— t)ltKm . 

(NS-1) [Eur. J. Immunol. , 6,__5 aR&DT^n^&rr, 183 0 - 5 3H. Wf05 7<f- 

1 1-5 1 9 (1 9 7 6) ] , Sp 2/0-Ag 1 4 3 5 B#iS) Kftl^ig-f S£ tWVt. CUDMt: 

(Sp2/0) [Nature. 27 6. 269-27 

0 (1 9 7 8) ] . FO [J. I mmun o 1 . Me [0 0 2 8] UT#btt£>c - e rbB-2KH 
t h. , 3_5. 1 -2 1 (1 9 8 0)] Hcfe £S£B^T*Bra©*/*n-^;i,tt#£&&-r5A 
W5 2 10. RCY3. Agl. 2. 3. (Y3) [N <7U F-^te. aft©»irc®ftl&£l'r£>;:i#T 
ature, 2 7 7. 1 3 1 (1 9 7 9)] Of (DUMB Sfc&fl^Sfc't'TfiJHCfrrrS £ i^Ti**. ±M 

mmtsztem-ezz. wfv F-^s©*&9]t/?n-^;vst#®8J& 
[0025] hu^mf&tmmmmmut:<Dm^R 30 «. isa-t f-ts. ^i^ot^siut^o^ 

&»©£&. ^^tfT-f;PX^<>6. (Mils &±.mtl'Tm2>Ji&*>. H-T5:^n<*:3-& 

t e i n) ©7jj£ [Me t hod in Enzymo &©fc*i$fia&ICift-£L-T$Jfi;*tt. -?-©M*tbT 

1 ogy. 7_3, 3 (19 8 1)] ^IC^DTfr&S d #S7iifca<&fflSn*. fl5*©*fett, &£«&©£i#«: 

cfcDftfl:«K:tt±E8a&E/Stt. ffitt©® ®*©»::&LT*5D> ft#©*S±glC 

«itli*'JlfV>i"J3-;l (PEG) . &L-T3>-5. $fc±f2©CTt < bT#6n4Rft:B. S 

•fe>^-r (hvj) ^?©#aTk:, a«©«ia »ct[*f, y^afe, 77>t=t^dvh'77^- 

*^Jl*;l'**5'l*«©lltt»*MfcJ&UT»W* [0 0 2 9] #5S9!iri#W:. dtlSflfflUT. 09*.tffc 

dtfcTf?*. ma«ia (@&&£) C«fc*7j£ ftitB& 77^f^D?Hf57-f-«S(Di»© 

^£SJ^T*d£t>T£*. fc£fflJ8i«mOT&fi 40 ^S»CJ:0. c-e r b B- 2Wi|gBJt£ffiffi.l.t5ft 

saiiaBfflBSicttL-Tfcgsaissfcj 1 ~ 1 omumm^ 1 0 0 3 0] *»wtt^©ft]fflit«tntf. ttw 

*©A*We&£. L-Tte. Jf5f?«ffl Oc-erbB-2WIiaSS. ftgfi&ICfc 

J&®fflJS©18©Katf£ffl3ft<E>&gi©t>©. fl&tfR «»Cffl3£-r<bClt*tTtS. K7j££ L-Ttt, a#©& 
PMI -1 64 0&JS. MEM^l, *:<DfoZ.<DmMf& F-f Jx/Tytj (R 

i&SfcHSKfUfflSn**)©*^-?^ aftdtlfcig I A) . »*f6«Effl)tfe (EL I SA) . fc&tfc&ifc. 

jfittWEifiits (fcs) %<D6Lm%mm^Tt5«D aiti^roftjswifft^tfen. ^n^^a©^ 

bfePEGSE WA« J P«JiH L fil 00 0~6 0 00 50 — fe7 r D-^ff©H^IC*«^iri«:S:^-&$i4-S^. 
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(6) 

9 

jrr***. H*.tfnj«{t ibises* s p. 1 s s. 

■a:. 8<&#li&, E&ttJBftS U (L a e mm 1 

1) &£©g»&lC«83$itfc&. Cl©EiS»S8t£0! 
*Ji. 1 1 0t:^©fiiilTae:3-&, #»J7?UJV7S 

fft (SDS-PAGE) ^rff^^-tl'ct 0. *$g91© 
trifc tft&WKEJfc-r* c-erbB-2 KSSa©© 

[0 0 3 1] ±!2«^j*t^V»Ttt«££UTtt, 

[0 0 3 2] *%Wft#<D&mVintlsX\t. tf)V37 
i?. p-tiy? his?— WtoM®***. 1 a P. 

[Nature, 1 9 4, 4 9 5 (1 9 6 

2) : A c t a. Endocrinol. Supp 
1. , 1 68. 2 0 6 (1 9 7 2)]. 

[0 0 3 3] *&fcia#tt. t&mmmvnx\t*%mtt 

fc<fcDStj§Sn*. ^SteiSttiLTtt. -bJUP-X© 
t77Ty^. t7rn-7. tf'JX^WX S 

-7 % i-iay, 1iv7.\L-X. fg. #'J73>-*7- 
JHfryWx-^l'-vW 75 

x^>-vi^>K&ffi£#$*«gtfSti;5. 

. Ug lE£K«fcSl§{MSS&^©fl^ 
E£ : &£W*-f *>£&8f|g©«fc'5fcS«:£ffiV>£--f 
; ^5Xlf-X^©^3Ht35f 7X»tU 

fcKfcHTEfc (fclSEEfc) »4, S#4 5*Cg£ErF. 

»*Kii4~4 or;gg©ia«T, &BSra~2 4l$|Bj 

[0 0 3 4] TlK l/T, #5?lHtt#£ffi^ntf. ffififi 
C. ifiSttfiEfc. tt^+©c-e r bB-2B8iiSeS& 

mfetzztfirvzz. 50 
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[0035] frftz*%wK&zmmviztt$mmf£. 
[0036] *^wft*©t hjKaBftcc^-r^iiaa© 

§K»lc«tn«. *52WfiMmSK-RB-3l8JlS-*>A 

-43 1 mmzanmm^^m ^ turns 
sn, c©dtj:D*5ewirifrtte«aufif8*figs^rr 

LT^ai?*?). *»wfc«fcn«t hRi;^©«©«a 

[0 0 3 7] #589Jttlia&8Jtt. iffi^e/^D-^irt 
^*-€-©^^tbT^rr4^i:€S*tl,T. 

iSffl;* ft *&»©*>©. ifffiSl 
;rn#J&S&#»i£#©tr»fi£a*WK£:&Ts 

a#©»iipic± owa* t n. ussttj».a©«fl8& t>«ffl 
t$<5. ±E^-rn©^fi8t>«fSjic«^ra»'c$^. * 

WA«a»JW^S8©»S!n?«»aRrt. iffirtrt. &t. a 
rt. iaei*ia^sn, iaw^i8©«??jttiiP7i»s«jss: 

[0 0 3 8] *»93f&««©J2#attKS«"!©a^* 

©fi*<» o. ooooi~8o ffla%@ffi^wsn5 1> 

©fTi©^J:<. ^©St?MB-H^A-A30»0. 
0 1 u g~ 1 OmgeaclBH-cafflStXS©^*^ 

v». tT*»wte«S!i©s#c«tn«. dhesa 
nfcffi#©^rt ic*v>TMi6ffliaT©«©«stt^ 
isssn, *k LTBfs©^«^**t$^ns. 

[0 0 3 9] 

[»W©«I*] *»WIC<fctl«, U-fe^-C 

wrs^ty ^ D-^et^©§sig7jfe, ^mcstc - e 

[0040] 
[0 04 1] 
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[0 0 4 5] &C#Ux?l/>jfU:3-JM0 00 



11 



CO J:?)A*Lfcfcr-?L&a8l8*fcSK-BR-3 ($ JWi'ttS. TPEGj tP&ft-f*) 2ml Sim* 

f€#^ATCC HTB30)£, 55SJ&WS&FCS T, ««>o < 9 i: 1 ~ 2#gW>£gtf. l#lfflftEU & 

(^-u>#-- -7 >/vr Atts) t^n->u> (io v>-c3 7icfc«aufc^s&ieifiifS (fcs) £^£fc^ 

OWml) RtfXr-l':/hV<-» (200mg/ RPMI-1 6 4 0«* 1 m 1 £tj>t> < D£ 1 

ml) tfcillAfcRPMI -1 640«i& (B*SJ£tfc ttTiOA. 1 #IBJftHU SKHS2m 1 £tD*T 2# 

S) T% 2 2 5cm' y5Xf"^!iS«S75^a fflftEU £C^4m 1 &tH?iT 4 ftm&M Vlt. A 

U5D>, ftS-M*-*?-* MtS) T% 37"CT. V>T\ 3 7 < CfcftSUfc 1 5XFCS, 2 0 0mg/m 
5XCO» £#TO8§ll/fc. 10 laigXM/^bV'fJ'X 100U/MZ->iJX 

[0 0 4 2] ±EJafitffflfi&ICj£fiUfcl$, ifefS^'J 5 4mg/ 1 y>*rT-fS/>fttf lml 

H«Sffi5 0ml KJO*. WT-5RPM I - 1 64 0 (HTwtlS^kR PM I - 

fc. 3 7"CT7 2^ra-f>+i'<-hLfcft. t&=B8£ 1 6 4 OiSiftt^S) 8m 1 1 2~3»raA^tT&JA.fc 

$&&tt»». ffliarof»K-£K^fci& #enfcjiifS7 a. 2 ooxg-cs^sja^sufc. m^mma 

'J-®*ifi2 0 0ml£±&y-"f77n-YM-l OK 3 7ttfiEIl/&^RPM I - 1 6 4 OJ&i&fflc 

(i$fi£:M. *yh*7il0 00 :75a>*fcS) I', Mlxi 0 4 ffl/m 1 <!:&:* ±5 CSS^S-fr 

S:««fb*:^'f77n---fe;W-^-1'^82 00 (75 fc. #lC. £ 9 6 Sx^TV- r- (3-** 

3>n-#&S) £fflV»T, gS&tfXlCTliaJEL-T. « -ttSD (D&SxJUTO. lmlfoMU 3 7^. 

8±fB?£2 0«t 8 Of&ttSffibfc. J8*g«j£, 0. 5*COi. 1 0 0 56Si$©-f >*3.^-^-rttf«Si 
2 2umSU#77^;^-TgiaL. -8 0"CTSS«S 20 Lit. 2 4l$ro&, 5mM 2 0ul7 

GMfbfc. 5y^f'J>Rtf8 00ul9 1 5y> 

[0 0 4 3]® ft#S±;W^U F-VOW&t-X. hU-XttS) S^tJl OXFCSSftl^RPM I - 

X9V-->tf 1 6 4 OfciS (^TlinS THAT^lftj <hV>5) <D 

±E<Dt?B6lSlx&SK-BR-3iHite<D2 Of&StSi&S 0. 1 m 1 r^SrS^xjHcSftJUfc. ±f»& 2 

ilOOwlS, |»llffl7 0'f>H%i7^/t>Hi BBtC^n-^no. 1 m 1 foK3IU «tU 

ftl:, SOBa 1 b/c*7W (6I1S, B*f V>HATJ8JfiO. 1 m 1 T:3£to*TilS5fc&Lfc. -tO 

)VX- «m-a»J:DA*) (DSgBfilCfft^LTftgEL ±B&£&£ 2-3 Bfe^Kfr&o*:. 2iSra@IC 

fc. l§!«©|igS£2ls!. 3iara*J*lcH«lcU n<KC±ffiftft9IU 5mMt#*-tf->?>Rtf8 0 0 

TSJPift^U fi«a^O7 0*IC3E»CSK-BR-3 (I I f SJ'^tf^RPM I - 1 6 4 0»tt (STF 

mm<r> 8 o fifS^tss>« 2 o o w i * Haste jgjn&^b 50 ens mT^jaj t^s) ic^^fc. ^rp 

T&SLfc. MI-16 4 0J81STJ8$&Ji8Lfc. 

[0044] fc»fc&©3B&K, fc&UfcT^XJcO [0 0 4 6] ±Egi^«t*»aBl^> 10-14B 

TH)V7.94 >e><Djjm [Ml 1 s t e i n. C. e 9 &Vx.)VfV—V<I>&W&<Dl/4$:&1b1tV$&.K)* 

tal. , Nature. 2 5 6 , 4 9 5-49 7 (1 ftfS&Kffl. t. L- Tffl V^fcSK-BR-3 SMSiroGSiiiJS&Si 

9 7 5)] £&abfc#i£K«koT8aiaK££«T©i§ KiLT. BPSSfcSifc (EL I S Ate) ITT. «£I±«J 

o&iSLfc. bps. *-r±Ei?aasas3 7 , ccjSnau& tttaiu BH*£fcofc$x;i^Si&-fcfciB#*«fc 

RPMI -1 64 0«iftT3@ft»l/. (Method In En z ymo logy. 7 3. 

&t-rZ>WZ.ftM®mmP 3/x 6 3-Ag 8U 1 3 (1 9 8 1) ) ICiO. A-f^U H-VO^O--> 
[Ye 1 t on. D. E. . e t al. , Curr. 40 ^firfcofc. ft, JJEfcfcHTJiBCiLTfflUfcSK 

Top. Microbiol. Immunol.. 8_ -BR-3SIffi©K#®»JJRT©J:5lcL,T8B8^fc. 

J.. 1-7 (1 9 7 8)] t>ffij?l/t. 1^. r<D7-7^ BP'S. 5 %F C SfisflUR PM I - 1 6 4 0 JSiftTSK — 

#a®amatt. 1 o xawsttfls^jtin (cbs : a br-3 am&fcjsg^ »oS:sk-br-3 subs* u 

-fi?n-> • 7#7h'J-XltS) SlDAfcRPMI- (pH7. 3) [1 OmM'J>gS^l 5m 

1 6 4 0 i§Jfi+T 1 0 Ommlfl$yS£SJIIl (3-->^*t M N a C 1 ] Tife#U 413T4 0 0 X gTS-L^Q 

S!) ±T3 7'CT. 5%CO» TTt&S&LTfflUfc. ± Si*fcaOSSfi®®0f8t (pH7. 4) [2 OmM 

im®ut%wmMt*mmL)£i o : wzuzzo 1. 4-^7y>yi?>aii-NaoH, imM 

l:5 0ml©fa-7"rtTg«U %%tltt3ffl&m&®l MgCl:KC/5mM KC 1 ] *TJ$-fc (2 OX 

&2 0 0XgT57>!ffliS^ ±fl»*yx^y-^tr^y Vu-t>) Ltc. MIS<D*^^-r-ttia«D4 , CTl 5 

HT^iri^iufc. ^os^tt3 7tt«ii/fc* o oxg-cs^ims-o^su. ifflsao^wy h***'j 
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[0 0 4 7] ±El?SabfcSK-BR-3iSB<OfflSS 
(UlO'ffl) £5 0w 1 bVXM&fc (PH 
7. 5) [2 OmMhUXiSffifttf 5 0 OmM NaC 
1. BIT TTBSJ t^v] tzmt&V. 9 

^D^^-hro#«>x;ncS^ 4 , cr8B?Hi'f >*3. 
^- h-T-5 9 n-F (&® Usfc„ *^T±83 

&>7xJV&0. 0 5%yj—>2 0£^ttTBST?3lHl 
ft^Lfc. SIC, 8ft©#^&«ge8££®ffi£2tLT 
2 CCTl^W. TBS«WC300fi l/^xjl/OO. 10 
1% (W/v) BSA (a->(D77^V3>V : £1 1 
JjfiHaSD TT-f >+i^-hLit. SI^T. 0. 0 5% 
V4-y2 O£^tlTBST3 0i!t#U M^'JF- 
V±t85 Ojil/ml fa^&^iMCjD^ft. 20t 

■cira&ia^, ^i;u&a»u 3 oo of&t^&b 
nasi) ^&'>x;ntfti^/t«. rfv-Y*2 cctibs 

[0 04 8] -t<D$, 5mgfflp--hD7i^JWJ> 
& ^ - 7 FttS) £$frB?&-S®«© 50n 
l/tfx^fcJn*.. 3geR&£0. 5M NaOH©5 
0 y 1 /O 3L)\s&mx.Z>C t\Z£D&±2-&1t. ®3>t$Z 
Sr-f A/ 'J-y-N J 2 0 0 0 (-f y$—*v F&ffl) 

[0 0 4 9] *KLT. 7 7 4^iMt). 
^T^^y ^ n-^-j|*t#ftSft-r*A-f F-t 
17&£®&. ^nett^-nifn TGFD-OA-p 1 
8 5 - 1 J ~ TGFD-OA- p 1 8 5- 1 7j 30 

<3> %&tm<Dfttb<D&ffl<DWB, 
ntc-erbB-2 Sfc?g^£&&ttP$;*tt5?g& 

[0 0 5 0] 0$. g-rSK-BR-3Mfi0>MjB18J!F 

Tjfe [Kasuga, G. , et a l . , Metho 
dsEnzymol. , 1 0 9, 6 09-621 (19 40 
8 5) ] KSEoT. STSK-BR-3JfflK©lx 1 0 
' S/l 0 Ommm0&£fflfflJ&£'J>&:7 , J-£'U:/ 
•J>«-gSfi8 (pH7."4) [119mM NaC 
1, 5mM KC1. 1. 3mM CaCh, 1. 2 
mM MgSO«, 2 5mM NaHCOj . 5 OmM 
Hepes (N- 2 - 1 KD+->X?JHf^5> ? >- 
N' -2-Ii->XM>®. S^VSrSfcJUtW R 
1*0. 1% (w/v) BSA] Tffiitbfc. ±12 
m&£Sffl8&£ 3 2 P 1 (18. 5MBq/ol.=a- 
<i >^7>F • S0U7&» £ffl^T. 3 7-CT?2^ 5t7 
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mM He pe s SdtlSfiKEOffi tl 0mMtfn>J> 
S^-h'J^A (fOft&g&ttg) , 10 0mM7vftth 
U9A (HJKflS^ttfiD . 4mM EDTA. 2mM 
PMSF (yxnjM^JWX^afcn;^^*^ F. -> 
if74rS*JPafl0 . 1 %FU F>X- 1 0 0KOE4 0 
O/zM^FA^i^^-FUSA] (pH7. 4) Tf 

4 'CCT 1 «fffflnI^ft:$-B:&. 1 2 0 0 0 X g 

■pi o#mB<i>4M3LTf*£U 8&nfcau&#»ge 

C200)il$c-er bB- 2fieTffi®fc#S6<Jfc 

[oo5i]® %mmt®mfr® 
±E<3>T#fc*ftt?tS2 o o u i t-*x^u-->^ 

»wk >+3.^-hb&. sic, int7'Df'f>At 
770-^ (7r;wv->7asa) 20^1 sua*. 4 

"C. 3^ra-f >*jL^-FUit. £«)g%«l 2 0 0 0 
xgT10»HB4«fflU *0ttfttt£tt#J§88rtt 

(pH7. 4) [50mM Hepes. 1 OmMbTD 
•J>K^-FU^A. 10 0mM7;;jfcth l J7A. 4m 
M EDTA. 2mM PMSF, 0. 0 5%FUF> 
X - 1 0 ORtf 4 0 0 MM^-JWF/^v>g^-F'J'? 
A] £T3lHlife#b/fc. so it 

1 ©7 5X-;W©®fS&ld&S;£-a\ 1 1 0*CT5#RI 
-f>*^-Hfe. LT±K25®}££ U A 'J ©7j& 

[Laemml 1, U. K. , Nature, 2 2 7, 
680-685 (197 0)] KftoT, 7. 5%#U 
T^'J^TS FyjUfcffl^fcSD.S-PAGEK.fcDfl' 
ffbfc. ±ESDS-PAGElCffifflb^SDStt 

> (£HFfi2 0 0 0 0 0) . :*Jg@/3-#7? F->y- 
■tf GfrTfil 1 6 2 5 0). *X*»J5— t? (^H^S9 
7 40 0) , BSA (#?fi6 6 2 00) RtWPTJW^ 

5 > (5H^fi4 2 699) T. iT/H*-7i/HttS 

© MHKUfcA-f 7*'J h-70?D-->ytfift 
©SligRtfSSS 

^•SEit^bfcA-f zTV H-?®?D-r>}rit 9 6«7 
iA^-H:1B*0. 3a/Ox;HC3S^)«t'5K:S 

2 X 1 0« S/«7xJl/t?i-5±5tftI^.fc. 

[0 0 5 2] ±ESff©Jgm. 3««Rbfc«««S35 

3 5 o a i ottStteftATXicffiau^ 

1 7©/W^U F-V©«t>*^±ELfc«t5CLT#e 
flfc/W^U F-VttGFD-OA-p 1 85-lt# 

[0 0 5 3] SA-f^U F-V(D«Stt^©a0fT^-3 
&. EPS. 5 0% (w/v) &fr0aB7> : Er:9A0!> 
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Sfllfc«fcDltJ53-8\ 14 0mMiJ>Sg»ffi ( P H 
8. 0) «PlCSiS#3-&. ^»»-£I^77^-f 

^yjpynx'f >a7^d-^*7AKJSi^.. 4tm 

4 0mMU>8t:hMJSAe«« (pH8. 0) 
SlbSit. H©««T*7A«:tt#«. *g£L&Sifc£ 
1 0 0 mM £x A (pH3. 0) TSSffi 

U -2 0trC«tft&. 

[0 0 5 4] ±fBT#6nfc*56^tt»:ig4/W^U H 
-VGFD-OA-pl8 5-l«, I«*8fi&*±«J 10 
I&ftffrW&ffrC: TGFD-OA-p 1 8 5 — 1 J 

1 2206^ (FERM P— 1220 6) J 
[0055]® * / ? U—f)lttM8m±.fH<D&®. 

-LE/VfT/'J H-TGFD-OA- p 1 8 5 - 1 £5^: 
RPM I - 1 6 4 Oi&aKT. 5XCO a MTT. 3 
7tCT9 6^ratS«IL. &3li8t£3 0 OOrpm, 1 

[0 0 5 6] ® ««tfift:<DSljfi 20 
-heOTM&SnfcA'f^U H-YGFD-OA-pl 8 

5 - 1©1 X 1 0 s ^»7 r U^^> (7JU H U *j 
^ttS) S8il/T*WcBa 1 b/c&TOXIcBSfi 
rtS^Lfc. 10~14B&, S«lLfcK**»ffiU 

[0 0 5 7] fSJ8*+(0fil#£. tfWMSS+yh (MO 
PS kit;. /U * • 7«; FttSJ) *ft»T«SL 
T. t9figt*GFD-OA-p 1 8 5- 1 

[0 0 5 8] KT. ±£T®£ftfc#5EWla#©&tt£ 

[0 0 5 9] 
[3S55W2] 

[0 0 6 0] © ffittg^l"^ 

1 ©<5>T#fcig*±«£i84>#«U ±fgS 1 0 
«FCS*8lJ0RPM I - 1 6 4 0MCT, 3 7*CT, 
5«CO. ©*frTI=l OBW-Okf r-n»CTJ8*L 40 

[006 1] © ft&v-hm 

fiULfcc- e rbB-2fie^«i»Wage<O5 0(i 
g/tfxJU&^ftn-h (4*C. 2 4B$|B]) tfc9 6r> 
x;l/3KUX^W>-7^ VU-fV-Y*. 136BSA© 
0. 0 lMU>g£g»Sc (pH7. 2) T, 4*CTJC 

2 4^fP3, zfu v v Ltc. *<d®. mmw 1 W©T®fc 
#8?93tt#££tfJ&$l±i!}£;&n;L, £i&T3BtfSIKj6;3 
-frfc. ±Eg«f$T3liI^^ A-:**->y— tfg& 
^ttvSXftftarn^U^ttff (A-f*- 7<y Ftt 50 
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© £JiR»T. c-e rbB-2»e : fgftiiasetC 
&-£Lttfcfr$:mfeLlt. J&*±flJ<08x 1 0« 

[0 0 6 2] 

[##W1] SK-BR- 3«JB&t*©y--if h 
7>«r 

c-erbB-2i8e : fli. EG FRfieTt©*Htt 
^75/»E5q-C»5 0Xi:«Hi:i:jJ»&, EGFR£ 

t hfifiBI&«;T*5A- 4 3 1 
MICl/T, SK-BR-3flM&j&tc-e r bB-2fifc 
^«r^-r**»if5^*. R»0)c-erbB-2mR 

[0 0 6 3] dOtt&fcfc^Ttt. th±fi[3KfflE«cA 
-431 (ATCC CRL 1 5 5 5, Fabrlca 
nt. R. N. , et a 1 . , Proc. Natl. 
Ac ad. S c 1. . U. S. A. , 7 4 , 5 6 5-5 
6 9 (1 9 7 7) fcffl^fc. 

[00 64] SK-BR-3UHIB£A-4 3 llffllfifc. 
mm® 1 ©(D©^iSlr«oT*8Ufc. tf U 75*=JHl 

NA©«iaiicfeit*yjpma*s!iiy— tf>n y 

«. XX*S>02M* [Suzuki, M. , et a 
1. . Jpn. J. CI in. Oncol. . J_7, 1 
5 7- 1 6 3 (1 9 8 7) ] ICfcoT&Sfibfc. 
[0 0 6 5] )k\ZUn^ : 1 ~EJ«#*t : 5 IC^bfc 
5t5©^J«^-'J^^U^HyD-^, i»DNA 
£f£8B (775-f H • MW^X^AXIfcS) fcfflU 
T. 4lOM©(3-: i'7./X5 1 JlofcX*7S:5'-r hSI 

rfx^P^HftHPLCTlSSbT, BWT'n-^'t 
Lit. 

[0066] mm&%: wzm-tv^y.'tvttYzf 

K 7 p n-^2Ri;7 r D-^'3«, c-erbB-21 
e j fS«)©fflE^H^'f > (2-2 1, 34-52t2 
5 4- 2 7 3) ©Efllfca-F-T-SmRNASBa-r 
*. ^n-^4tt, ga©Ra»H^'f> (6 5 4-6 

75) rose^n- K-r*mRNA£g$rr s. 

□-7 5 tt. ge©»)BS F*-f > (1 0 5 5- 1 0 7 
4) ©EW£n-FT*mRNA£B»f *. 
[0 0 6 7] kh0-79?>mRNAe!>XSll2. 
y^W^fe [Honda, S. , et al. , Jp 
n. J. Cancer Res., 7 9 , 6 6 7-6 8 
1 (1 9 8 8)] ICft^Tfrfcofc. Ti^ftV- 
7J-<hbT^ffFa*^0'j3PV-ARNA (2 8Stl 

8S, yy)l-7^7tm) &mwc. 

[0 0 6 83 SK-BR-3«aElC*^T. »8^F/ 
-1">l:-St5c- e r bB-2mRNA©iai:yW 
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XT*fc*tc3 0©:/n-7£4gJ8b&l5. 
5. 0kbpt2. 0kbpO5)fU--fX£t)O2t)i» 

©8ffi<fc03firi^fc. RfiiSK;*^ >fc-SW^ c-e 
r bB- 2mRNA<DSe»CA-f ^U^-CXT^^D- 
fcfc-o5. 0 k b pro^fiU--f XT/t> H 

#&msn;fc. a- 4 3 lWBtcfe^Ttt. aaefcfr-r 
/s-Ti'g^mRNAw&fcK::/ 

□ Lfc&Sli. fl-T^?>mRNAfC— SrT 

t5c-e r bB-2mRNA©aeic;W ^U^X 

ts&iimznft. a»ic, 5 ©-jr—xkifc^T 

tt. ffl^H^-f>lC-a-r<bc-erbB-2inRN 
AOffiafCA-f^U^X-r-SfcOtt. 5. Okbp© 

ft^-tKXfcfco-oa/OFro^a^asftfc. -te 

*S&«fcD. SK-BR-31fili We.^JCc-erb 
B - 2 m R N Age S^ST Z> fe©T*-5 Z t IfittZ. 
[0069] 

c-e r bB-2ffie-t>EGFMa*K8a-r-5#U^n 

[0 0 7 0] $i*tUH;. c-erbB-2lgfg 
«5©C*S8ffitt (C*JS 1 4 75 yRE^J : 1 2 4 2- 

1255) ^sa-r^^-y-^u^p-^^tur 

pAbl (T4881) (HJ r-> • A-f:*lMx>X 
ttSI) £, c-erbB-2 fflfc^feSfc ©*^— tf 
H^-f > (75 : 8 6 6-8 8 0) tefflfrTZ 30 
W¥$V!?a-1-)mfr£lsTAb- 1 (*>3-/- 
>--^-fX>XttK) £. Jtc-erbB-2ief 

mviw a ©Man h ;* 4 y ssm-r * -7 o x^e / ? n - 

tWttTSV2-6 1r (n^U-fttK) 

n : eft@.mvit. z.<D&mti gG. ©-y-T/^xs^ 

t4tiOT*D. TXaeo^S [Masuko, 
T. , e.t a 1. , Jpn. J. Cancer Re 
s. , 8_0, 1 0- 14 (1 9 8 9)] »C«fcDffr£;*n 

[Green, M.R.,et al.,J. I 40 
nvest. Dermatol., 8_5_, 2 3 9-2 4 
5 (1 9 8 5) ] £&&-f StrtEGFR^E/^n-:*-.^ 
RPN5 13 (7V->^AttS) SffiJBU 
ft. ZL<DVim$fb&mtVTA-4 3 lfiiBa=&h»jy-> 

[0 0 7 1] fc£«tft©fc*©fc#^©ffr££g&£ 

^©ao^jfiufc. bps, $mmi<D®tmm<DJj&'z 

SK-BR-31)fitA-4 3 11)ia©lffi^«l I f© 50 
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[0072]® D-^vfiiftoHSx^att 
i ©<d t ^«©*ar ftffiBS©fc*© s k - b 

R-3fflfit. A-4 3 1IStS, J&i&TBISELfc 
tf'J^D-^ffifcSffrfcbfc. WS. 3 0EE©B 
a 1 b/c^v^x*5^©^Jl— yir^rtt. KT©& 
St£ia3@. SK^S-^b^gEUfc. HIS. ^;k-^l 
fcttFCS©*©2 0 0/i 1 (n=3) &. if}V—^2 
\Z\i2 OfiSHcaffibfcRPMI -1 6 4 0ISJfi©2 0 0 
U 1 (n = 5) &. ^-y3ICHAiS7U-RPMI 

- 1 6 4 OJgifttplC^Sft* 1 0 s fi©SK-BR-3 
mm (n = 6) £. ^-^4tttSK-BR-3Ifi 
»CioTBJ8Snfc2 0f&a«!«»©2 0 0M 1 (n = 
11) £, Sfc^;W-^5t:fiA-4 3 laffiicfcosi 
S£nfc2 0teSI8igJS©2 00tf 1 (n= 5) 

n^n«^bfc. jg4 a g ©&#«&©«}; 3 KiLTfT& 

ofc. iOV-:/l ICUFCS©*©2 0 0 u 1 

£. if)V-^2\Z\t8 OttfcSlgL&RPM I - 164 
0JS«©200/i 1£. {f)l-73\Z\3&m7V-<DR 
PM1 - 164 0JS%»Pl'^$n-5 1 0 8 H©SK-B 
R-3MI&&. tf)V-~74 IClJS K— B R — 3 SfflffiKJ; 

oxiss$nfc8 0fg»iiJSia©2 oou is. 

JU-X5»CttA-4 3 l«&IC«fcOI8S;*nfc8 Offiffi 

««ia© 200tfi*. -en^nia^bfc. 3 b©&. 

•=?^X*^#&4lflS5:c-e r b B- 2m&f-&VstE 
G F R fc#TSffi#©#ft©«B£frfc5 fttb<Dft&lZ 

©®©*i*tC{S£-pT, ftlt&©«LfcSK-BR-3*a 

tetA- 4 3 imm^ommfcmnmmmvrcte® 

S: 4 'C'T 3 ^|83©ro& 10/1 1©#'J^ U—?)Vfflbii 
t/i'D-tJ^XtiNMS GE^V^XJtifil : n o 
r ma 1 mo use s e r um) t^tlc-f 

- h Ufc«fCfta©fflS*bTi(d$jm£ff ^ofc. 
[007 3] ^it^^©l§%&m 1 WRUVi 2WIZ 

ST. 

[0 0 7 4] 31 10*, AliSK-BR-3fflS©»» 

m&fre>(D. BtiA-4 3 im&<Dimum^<D. * 
ti* nvvmrn &%.t> u v- y a u ^ □ 

trt^Ab-l*. W—>btt#U^n-^SifrpAb 
IS. W->cti : E/^n-^-;Vtt^SV2-6 1 t 
^->d«*^9I ; ty^D-^;Vttft:GFD-OA 
-pi 8 5- IS. V-yiWE.Q.Y'RXZft-tttJ V 
D-tWRPN5 1 3S. SitV->fttNMS 

s. ^-n^n^-r. a©Aic*it-ssi«tiOHftr? 

«. SK-BR-3«i^^H»^»A^6,© , J PTgSSlLfc 
c - e r b B - 2 »e^gft©fc&i£IB£SU H©B 
fcfeltSilfeO^Bltt, A-4 3 llHJ&#fl?&;fce© 
s 2 P-CSSSUfcEGFRa&?g«i©^|8Ett»SS 

r. SH»c*tt^s*«»^sv-*-©»^s*st) 
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It (0<DA<Z>l/->f~U->h#BH) . St>3£Wt> 
F*«»T*1 8 5 0 0 0©»^S+)-f XT*D, • J P 



[0 0 7 6] BJ£> SK-BR-3»lfiO } ' Pg»© TSRStlfc c - e r b B - 2 Sfc^i LTfltBSn 

*§*TWU KF**>fc*JI'#*3'3W*MW- fc. |ii«<&/X>Fa*«tc-e r bB-2fig^gft*/ 

i^U^o-t^lSfrtc-e r bB-2fflg?g«J© *n-:Hl,ffi#TftgBtiBSft&. (B©A<DU->a 

»E^H^-f>*Bfii-r<b ; ey^D-^^RC;*% #|g). SK-BR-3»teK<fcoTSI«$n£«t8fc 

i©t/i?n-t;^flcGFD-OA-D 1 8 5- Hi «8cfc,fc0fc&an& HE<Dv£*«k 

£fcK*HPfii 8 5 0 00£tOc-e r bB-2afi 9#&tl&tftj(aflm, c - e r bB- 2&&?W6it. L 

^j£«T'j>efttfcses^a:iBbfc (boaoi/ T^«bfcu>Kftge*«awKi^y$itiRLfc (b© 

->a~U->d#S0 . bfrU EG F ROffifi^l- F 20 A<Dl>— > i ~P->k#B8) . 'J >&fc£nfc 

>SS»-r«SlEGFRfit^tt, NMSt£<igU A-4 3 USE©* » P®»OlS*Ttt, A-4 3 1J8 

«t3ic^offie*^a:»3^A^fc (HroA©u- Baic«toTP8bfcai8«*jrcifeaF$nfcv«5x (^ 

>e~U->f&m . *fc. A-4 3 1«JS<D» 2 P )l-~/5) fre>®t>Wtftiimfrt>0*><D\t. »^fil 

©SaofeftTtt. c - e r b B - 2»£ ; F«ttK:-Stt- 7 0 0 0 0 fcfco/O F£B»-&tt#£8Si;*-&& (B 

*'J>Kfl3A>Ftt. c-e r b B - 2 afc^-SttlCtt <DB©P-> 1 ~U->n#RB) . H©A>F»iEGF 

T«tt(ln*litt(fi3ttfo»o£: (HOB©U->a~l/ R£B«f •5ffiEGFR:£/£D-^fi#£EJ&b;fc 

->d£H) . 1 7 0 0 0 OCD^fi&^O'J U>K{fcEGFR£^i;&BlCB»e>nfc (HOB0U 

>K<ktfcEGFRli> ttEGFRti«:i:J: DfcSifc* ->b*J») . 9®5n&rtifll 

bfc (B<DB(DU->e#S0 . tt, 4}?ft2 0 0 0 0 *ftt>/t> F SfefcaEtt*^ 

[0 0 7 7] 55204", AhtSK-BR-3«a®©## a? fc. H«>/t> F<D#ffili*fc*fc*>oTV>fcU. S 

stt^&«>. BiiA-4 3 imm<Dimmtofr*><o. * k-br- 3*aig£SK-BR- 3ic£9s*&£n;ts 

n^n©^attP*s:^t)t, u-^a^/^D-^p i8ttte«E-rftftu^ 2 "3«>*«j ^ o— ^-ji^ftftEo 1 7 0 

Jt«:SV2-6 1 7£, V->b\t^J0u—t)V^ 0 0 OoaHHM X£l$r>/1> FttttiKJ; D c -e r b 

RPN513£. l/->cllNMSS, U->dttFC B - 2 fflfc?*tEG F R»fiT4:HWWrr*«i*» 

SfcioTfc&SnfctrilMfSS:, U->e tt»<83ti;fc o:tAt«BSn& (HOB©l/->f tl/->l# 

R PM I — 1 6 4 0i&»»C«koTfc« 3 nfcttlfo til £, RB) . 

l^->f~l/->hti^tl^nSK-BR-3«BIB»C«fc [0 0 8 1] ®mgffib&ttfm*03&Cm&*a 

nsK-BR-3«8iiatr«t^TiBSi3nfe2 ofsatsfc <3>-i«aflas«®»o s j p©sa 

*ffltlCJ:0ife«S*nfcttl(im€» V->\~V-yn\* 30 fflS<OS»©fiflB»CSK-BR-3®tetA-4 3 lffl 

**H?tlA-4 3 lfiJ®K<fcoTSIK3nfc2 Ofgfiffi 1 X 1 0 • H/3 5 mmJILOftBICfte. "J>87 

««tt»C«t D^Sn^tfUfilfllS^to-r. 'J-ORPMI-164 otta?3 @iub£&&& 3 

[0 0 7 8] Sfc. H©AlC*tt-5M&0HftRlttSK 7"Ct?12, 2 4K^48^M, 5XFCS£-&tt 

-BR-3lfiiH»t*eo s 2 PTESSILfcc-er 1 m 1 <0 U >B^Ky n efc^-Y — ^JH©«SiS (pH 

bB-2j3£^£4&©fc«^£^U BOBfcfcl** 7.4) (B#S38&«) «PK*V»T» 2 P 1 ( 1 8. 

8UbD*SmA-4 3 lMA£HJMfe*&®' 1 PT«» 5MBq/ml) T-f >*o.^- FLfc. «|fiJ44 , C-C 

5H=«v-/j-©^H^|^t)-r. mlTnJJSflsbfc. tttttt (1ml) t>*fc»»fc. & 

[0 0 7 9] «EHJ:D*OCtjWI*. Mi»$^«««(p®7m$ 1 2 0 0 0 X gT 1 0 
[0 0 8 0] SK-BR-3*BI&© J 1 P&®<7) 40 #R83S&#fBLTB£U;fc. «UTlHBMFMK&tf»S 

t&*TI*. NMS, FCSO^&^l/fcT^XA^ISe. SE<D200/t 1 5£^fegtt»Ot«>lC«ffl«»i:Ufc. 

nfcftjiafs. r pm i - 1 6 4 o«ttTft*sn&ttjii [o o 8 2] ®- 2iniMMb&iMHR't'S&£*tt'& 

w. st/A-4 3 i«ifiic«koTas$tifcaig«*ja c« 5 s] ->*5m>sk 

K«t0ft«Sn&ttUHBtt.' *icffitt^B»5n^-3 IM0MttDttBICSK-BR-3IIjB&A-4 3 in 

£ (0©A©l/->c. d. e&tfl~n£BB) . * «/ 6 0 mmffil©^S»ClS€f, MASSs 

fc. EGFRIC^-r^^y^n-^Hftfrfcl^fiUCStt ^f-f >tFCS^^fi^^^~>y*)-03RPU 

&7jk$l£fr?tz (0OA(OV->b#M) . SK-BR 1 - 1 6 4 0 telfiT 3 |g%iiatTyi/'f 

-3»fi W-^3) Stt5Lfc6|DE4>-?9;*frSft a^-i >f «C2:lCJ:DM(t^. ^bT^n^*3 

&tUbtHUtlffitdU s 2 PTSS6UfcSK-BR-3«iA 7t:T?2 0fttf4 8^W (SK-BR-3CTB&) ©W. 
©«B^«^e.W#<ro'J>Kft;!ISS:ftafit«$-a- SO Xfi 1 8 ^fPfl (A-43 1 SSB&) <0RIJ. 1. 5ml©l 
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XFCSSStOe/XX'T >7'J-RPM1-1 6 4 0J8JS 
Q>\Z [• 6 S] ->X^-'f> (3. 7MBq/ral : -z. 

fc£S& (1. 5 ml) fcjfcfc&ftfc. Iffl&ig8?&ifc£l 
{£+©*&ft:®« 12000XgTl 0#[ffi8&#©L 
T&*Ufc. *UT&©£fi?i8tfttfl8£i&©7 O0«! 
^^ttK©fc«&trffiffltt»i: Lit. 
[ 0 0 8 3 ] <3>- 3 Sfflji#t<D%&tmEL& 10 
±MS>- 1 &tf©- 2T^bfc&Stft©®UfcS K- 
B R - 3 SBISt A - 4 3 I $J3*>S©JSlia?gfi?i£iJ3g 

[0 0 8 4] ■£©&*. » 3 P-CS^LfcSK-BR- 
3&IB£A-4 3 l$JS©$l&iS&^*ffifflLfc!S&. 
3 » Ptfflbtc- e rbB-2iSefl«l (35 1 
H) GFD-OA-p 1 8 5-1 1 1 * PT 

©^UfcEGFR^»ttEGFR$t«:t±<raU<> 

SK®T*in;c-e r b B- 2^W^W^&.mzi.^X 

®&mz9t.m.mviz. ua>u s 2 PT&etbfcSK 

-BR-3ifflStA-4 3 iaBKIw«t-pT^SSnt« 
SSStt. 4 OCD$t c - e r b B - 2 1 
O ©fit EG F Rtftfrcfc#tt®r*ftJ&«A> FttB* 

[0 0 8 5] mz t» 5 s] vxh ywMLitmim 
3 Hic^-r. 

[0 0 86] 1530*, AliSK-BR-3«aiS<08ajfi 50 
ft&®fr*><D. $fcBt4SK-BR-3^S©iSS^ 
&©. *n-? ! n©&&itR£3fcbU U->aliNMS 
S, U-^bttJfl'J^O-^SWfcAb- 1 p-> 
cl^U^P-tJPfiftpAblS, V—>dli^r>'^ 
□ -^-Jl'St^SV2-6 1 t*. W-^ett*^*/ 
i'D-tJl'SlftGFD-OA-pl 8 5-1$. -t-tl-? 

ti^-r. 0©Atc*it-5Msbo=ftWtt. sk- 

BR-38ffllS$H&<i!M»6© [* s S] yXf-OTgS 
bfcc-e r bB-2afc?g®©fc£«3i€:j*U 0 
©B»C^»t*aft#=ft8IH. SK-BR-3IBCI 40 

[0 0 8 7] &0<fcO, [' s SJ •>Xf'f>W$n 
TV^SK-BR-3ifflffilC*^T. 4 0©gft£gic 
-erbB- 2ja^M&ft#a*SIHIgfl-8&4'©*H t S 
1 8 5 0 0 0©/X>FSH£bfc (0©A©l/->b~ 
l/->e»H> . LfrbfctfS. V>< ?4ia>#ttAttft: 
A>H*tNMSJCioTtttflSnfc (0©A©U->a 

#gg) . NMsii [» 5 s] s/y^-r >nms&vtcc- 

e r bB-2S£^&#re&*C££jKU-0>SA>F 50 



£PI£Lfc)&>ofc. [» s S] -^f-f^SK-B 
R-3Safflk:«fct)TS]aLfcJSSjS*0i®U/i:t€f. * 

i — k * -f >. *;^*->jW5^®»ssar-5 c - 

erbB-2 fifc?g«Jfc*tt- 5 2 :3©# U ? D-*;U 
!fi#tt. NMS (B©B©W->a) ttt&L&iS, 

©B©U->b£U->c&M) . bfrbfctf5l81ffi# 
^Sa-rsfitc-e r bB-2Se^S^y^n-^- 
JUtftttS V 2 - 6 1 r t*^©*;' f D-^ffiftG 
FD-OA-pl85-ltt. *±-tl 1 0 0 00©# 
: ?&&*>-D®8toi3.rt>\ i &f!l&im2lt1t (B©B© 
U->dtl/->e#i) . CO{S«lic-erbB- 
2 fi£-T£®BiS2e®a* S K — BR— 3 $JSfc«fc o T 

[0 0 8 8] <3)-4&Qffi«:£:SK-BR-32I®i:A 
-4 3 l»iaiC«t^TKlSUfc«^'P© [» s S] -> 
*?-f >®ga«fiH^H:^-H®ge#fiETT©ft 

A- 4 3 liSHI!a»C<toTS4UfcEGFRraffiSetC 
©#?£&«•*-**:«>£, [* 5 S] ->Xf-f>T?ra 
LfcSK-BR-3 tA-4 3 l$&*5*;jt!'J72"J 
A-75 Hy;W«ffl^fcSDS-PAGE«kO»*fl/fe. 

[0 0 8 9] -£©&*£, 354 0IC^r. 

[0 0 9 0] SUB*. AttSK-BR-388Jfi£. £ 
fcBliA-4 3 lMHC£?Tliai/fcttaift*C!> [ 

* s s] i/xf-f ^©sajSfiH^n^-Ha&es? 

T©ft«EaR©»***f. U->A©attNM 
S <!:S8!lfi##iBj©El&£, U->A©Bli*5g9i©c- 
e r bB - 2&^&&*/?D-:h>Wifi#GFD-0 
A - p 1 8 5 - 1 fcS8l&##®©K&«:. W->A©c 

?D-:J-JU#£#GFD-OA-p 1 8 5-1 tfc&S© 
-t-n-^n^f. SSfcU—^BWaliStEGFR 

* y * n -■}•)],&#. t mmmm<DR&&* v- > b © 

b lifiiE G F Rt/ ^ 0-^Utt^t©JSS^©S^'£ 

-t-n^n^-r. 3eirH©A»cfe(tsiaj&o=ftBittc- 

e r bB-2®eiFS«jS, 6fe#=ftBHic - e r b 

b - 2 iae^g®H&gafs h©b ic«(t«jK 

60^«EGFRS, |gB&£$<c8JliEGFRP®g 
QH&^-r. ^^©Sc^ttiH'-av-*-©^)^ 

[0 0 9 1] ±gBHJ:0, [' 5 S] ->7f-f>ttfe 
ICS K - B R — 38SI§©fcf$|13]JS?l"CG F D -OA— p 

185-1 ^&mm-rzn> hb. «fc o * >j 

-jfc (H©A©V'->d^iS) . 5 9G#'J7iMJ;U75 
Hy;PSDS-PAGElcJ;oT. SS^w^aWJiA' 
>H»^fi©^#S*U 1 OOOOltZ ttt&Z tltz. 

*«W^^tt, Jiw^H^fi^i i ooo oroiasp i 

1 Ot^bfc. 
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[0 0 9 2] m&5ffi$><Dc-e r bB-aae^O/X 
>F£ifctfcLfc££. £©vt>K©ttSH4iStttt;*:fij&t 
fc<, p 1 1 Oe>-?<Djz£fiii<Dim±-i<nTt&mi 
ftTV^t^STS*. *fc^©^*tt, c 
- e r b B - 29e?Ktt<DME0f>F*<'r >SriSST-£> 
8>]©ft c-erbB-2 Se^gj^ J 9 u-T)V1jifr 
T?»*SV2-6 1 r£«Mfct#t>W8fc*££*<®£ 

nfc. »^a^42ooo$t>on>H7»tgie)S 

n (0OA©l/->dW , -t-nttNMSlCtoTt. 
&ffl£n& (Sg3 0©A£B©U->a#EB) . *5891 20 
±E/t>K©SS8ifitt. fiB5l8]©-f >*i^- 

FtE&bfc. a-4 3 uaaaictsKR^Ttt. # 
fiii5ooo ©im x£#o e g f RKaae®^ 
&tn£tt& (H©B©i^->b^m) . 

[0093] 

l&mm4 ] c - e r b B - 2 JBgTK&£f25l-f 5« 
8M*IC*tt-5GFD-OA-p 1 8 5-1 <D%}>& 
SK-BR-3iBIBattt. A-5 4 9fiSBtt, PC-9 

-±JHa#GFD-OA-p 1 8 5 - 1 ©ISJ&IB«igi4 
©*i&£tt&Lfc. 

[0 0 9 4] ±EA-5 4 91E«c (b hWSSffll&& : 
ATCC CCL185, [Giard. D. J. , e 

t a 1. , J. Nat. Cancer Inst., 

5 1 , 1 4 1 7-1 4 2 3 (1 9 7 3) ]) iPC-9 
SBJfittc (t hl»«5«lfia* : [K I n J o, M. , Ok 
a. K. , et a I. , Br. J. Cancer, | 
9., 15-23 (1 9 7 9)]) II c-erbB-2 
«6rFa*563ibT:fcr), sfcitL u - 6 5*ffl®«c (t: Mtt 30 
SffllBtt : [Yamada, T. , et al. , Jp 

n. J. Cancer. Res. . 7 6 , 9 6 7-9 9 

6 (1 9 8 5) ] n mm&ro&motsiKztwmz 

[0 0 9 5] ±E4SS©»fi«S:5XFCS^trR 
PM 1 —1 6 4 0fcJ61'©2 4<yjL)V^^—b^\zm^ 
fc. SK-BR-3iBtLu-6 5*aB&»4. 5X1 
0* e/«?x;U©S6«t. tfcA-5 4 9IBtPC- 

9ffl&tti x i o s gi/^i;i-©®&i;:fr-5<k-5SAtt 

SlftGFD-OA-pl 8 5-1O10 Otfg^Mi 
Wl0 0/igSa/nili:a.5 < t9l:M. 2 4. 4 
8 Rtf 7 2 !9ra©ra-f >^n.^- f- Lfc. 7n 

4. 4 8R#7 2mm<om^>^=L^-bvrc. 

(«ffl£ : 3-;i^-a§0 *IBB&8©£Stt 
&3[Hlfrfcofc. 50 



#B8¥7-5 9 58 8 

[0 0 9 6] -€-©^*SS5BHC*-r. SB4>. £8 

(1) tt*5S98©^/£n-^l'SifcGFD-OA-p 

185-1 <D&mmmmmz*t?z>mm&.&, &m 

(2) tta>hn-;v©JaEK^3gt)-r. £fc, Kttfi 

[00 9 7] K0«tO, ^ifflt/fa-tMftG 
FD-OA-p 1 8 5-ltt. c-erbB-21fif 
M«»£35«-<r*SK-BR-3«&£A-5 4 9«&© 
-f>thDT©ia«[S*rSlC»$il/fc. c-er 
b B - 2 «£H=" £ C < 5 P c - 9 &£©{£ 

nfcMtm*>t3fc. c - e r b B 

- 2 ae^£4&£S8SiLfcV>L u - 6 5 HiB©j£fitt# 

[0 0 9 8] ±B2*£»«fc9. c-e rbB-2»e^jg 

flcGFD-OA-p 1 8 5- 1 tt. -f ^fFaKiSttS 

<t*«K^)6^ai-5. d©£ta»£#3£i8 ; E/i'rj-^;i, 
ftWi&Mfit^©BBifci&&ate * il 

[00 99] 

♦MOt/i'n-tMKFD-OA-p 18 5- 

l ©-f >tf h a!f*fttt©«fi©fci*ir. ?LffiS#*^# 

[oioo] w*>. su&&z «c&) frt>nrzM&im 

S10l«*)V?U>TSgl/m Hl6ffl«©5^n> 
©fi8#£/X7 7*< >fiJIL;fc&. rt7 7 4>WW*:tt!$. 
Lit. ABCMW+^i'- tfffitt. 

K®tiEftfiia©1r>^Mi*%«© ; Eyi'D 
-^StfrGFD-OA-p 1 8 5-1020/tgie 

/miTjaaLfc. #®&&&i#mt;\z : E;pa 

-^Jrtfr ©ft*> 0 IC#<fegjflffl©-»r>^©fi^ tC J: 

[0 10 1] *■©!£££. ?L8ffi#©JlSIaia£*5591 
©ft c-erbB-2 ae^fe^E/ £ D-^fit^G 
FD-OA-p 1 8 5-1 tW^frR^Lfe^tb 
T. ^6BH^f. 

[0102] ssio, ajsajse^t*^©^/^ 

[0 10 3] LfrVHW*,. aE«fflJSJi*S^)^+-> 
y— tfttKJCfeVJT*^©^/ ^ O-^StftG F D 
-OA-p 1 8 5 - 1 lC«^Lft75^fc. HIC. IfftS 
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[0 10 4] Wm^: 1 
&59©&£ : 6 0 
&W<D® : 
m<D& : 

h#D>?-: jflgltt 
&mom&:&<D&M MDNA 
g259©ft8: 

: d oma i n 
SMfi : 1 - 6 0 

Lit:*; & : E 

: 

CGCGGCTCCG GGGGGCAAGA GGG 
CGAGGAG GAGCCCCCAG CGGCAC 
AAGG CCGCCAGCTC 60 

[0 10 5] 2 
@2#1©S2 : 5 7 

«s©» : -#ffl 

@25?©S5B : &©&& £l£DNA 

doma 1 n 
mE&m : I - 5 7 

: E 

ffifll : 

GCCCTGGTAG AGGTGGCGGA GCA 
TGTCCAG GTGGGTCTCG GGACTG 
GC AG GGAGCCG 57 
[0 10 6] SB5U#*t: 3 
ffi?HcDfi$ : 6 0 

8i©» : -#© 

ffi*?©S$g : <fi©&® MDNA 
ffi5U©tt$ : 

doma 1 n 
#ftfflg: 1-6 0 

EH: 

GGTG ACCAGG GCTGGGCAGT GCA 
GCTCACA GATGCC ACTG TGGTTG 
AAGT GGAGGC AGGC 6 0 

[0 10 7] @J#I#^: 4 
BB#J®&S : 6 6 

$©» : -*m 



L4 ) 4$^7-59 58 8 

SJ«1<0SS : ®<D&m afKDNA 
SJ>9©ft§*: 

^fc^-fE^: doma 1 n 
#ftfiB : 1 - 6 6 

: E 

G AT GAG GAT C CC AAAGACC A CCC 
CCAAGAC CACGACCAGC AGAATG 
CCAA CCACCGCAGA 6 0 G ATGAT 6 
10 6 

[0 10 8] EJ9§ff: 5 
E#J©ft3 : 6 0 

®m<om : 

®©8t : -*« 

E5ll©ffl$g : &©#© ^fKDNA 
E*J©ftfi* : 

<Rr&£3rrE^ : doma i n 
#&tM : 1 - 6 0 

SB*]: 

TGG AGACCTG GGGGCCTCCT CTT 
CAGAGGG CTCCAGCCCT AGTGTC 
AGGT CCCCACCGCC 60 

[013 &igm<&©lcG£vvfTft*>ftfc> *U*n-* 

ftfr •& S D S - P A G E <DW>&?$> Z. 
[0 2] &g5m©®lcftv>f?ftfc>nfc. #U?n-~2- 

ftfc>5SDS-PAGE<D^KT&*. 
[03] S5{S^30®-3JCfl£VifT3ftt)nfc. 

K£©«S&£ jp-rHECftfc)* SDS-PAGE ©J?& 

•pass. 

[04] £&m©®-4tC«V>ff&fc>ftfc. 
tSK-BR-3!StA-43 1 iSStCtoTSSIb 

a#«TT©^imR&©8£m£ST0ffiK:ftb-& s 

40 DS-PAGE©^TJ52>. 

[0 5] 4 Icfc^ff fct>n&. c-erbB-2 

jfi^g4&£fsm-*&$efcK#Ts#fswft#©3& 
[0 6] m&msizmK *%wtt#<D'i >t±hoftg 
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